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Sir: 

I, Dr. Barry Dowell, do hereby declare and state that: 

I am a citizen of the United States of America and 
reside at 197 Knightsbridge Drive, Mundelein, Illinois 
60060. 

I graduated in 1972 from the University of North 
Carolina at Chapel Hill and received a B.S. degree in 
Zoology, and I graduated in 1977 from the University of 
Tennessee Center for the Health sciences and received a 
Ph.D. degree in Microbiology and Immunology (see the 
attached curriculum vitae) . 
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I have been employed as a Manager, Cancer Core R&D, 
Abbott Diagnostics Division at Abbott Laboratories, Abbott 
Park, Illinois since 2004. I have been employed in several 
other positions at Abbott Laboratories since 1987. 

I have read and am familiar with the specification and 
pending claims of U.S. Patent Application Serial No. 
09/975,502. Furthermore, I have reviewed the Office Action 
of November 1, 2005 issued by the Examiner in the above- 
referenced application and have reviewed the prior art 
cited by the Examiner with respect to the obviousness 
rejection of claims 2-4. 

In my opinion, one of ordinary skill in the art would 
not have been motivated to have created the subject matter 
of claims 2-4, at the time of filing of the application, 
based upon the teaching of U.S. Patent Application 
Publication No, 2002/0009738A1 (Houghton et al) . 

Houghton et al. describe the identification of tissue- 
specific polynucleotides and methods for determining the 
presence of cancer in a patient by detecting 
polynucleotides which encode breast tumor proteins. 

The Examiner contends that it would have been prima 
facie obvious to one of ordinary skill in the art at the 
time the claimed invention was made to use antibodies via 
an immunoassay in the detection of the taught breast tumor 
proteins in a patient sample within a tissue section or 
cell culture, and that one would have been motivated to do 
so with a reasonable expectation of success by the 
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teachings of Houghton et al. to detect two breast tumor 
proteins. In particular, the Examiner notes that the 
publication discloses that "what is needed in the art is a 
methodology that employs the detection of two or more 
breast cancer specific genes in order to improve the 
sensitivity and reliability of detection of 
micrometastases" . (Page 1, section 0009.) Thus, the 
Examiner concludes that it would follow that detection of 
encoded polypeptides would be useful in the diagnosis of 
breast cancer. 

In my opinion, the Examiner is incorrect with respect 
to the conclusions made. It is certainly not obvious that 
because a gene is expressed, the encoded protein is 
automatically expressed as well as secreted. In fact, 
Houghton et al. do not even disclose expressed proteins 
whatsoever. It must be emphasized that all expressed 
polynucleotides do not result in increased expression of 
the respective encoded polypeptides for various reasons; 
thus, it would not have been obvious that measuring the 
polypeptide of interest would be useful from a diagnostic 
perspective. Further, the presence of two polynucleotides, 
for example, would not have rendered obvious, or motivated 
one of ordinary skill in the art, to predict the presence 
of the two encoded proteins of a specific combination. 
Moreover, the use of the separate antibodies to separately 
find each member of the combinations of specific 
polypeptides is certainly not obvious. 

In view of the above, one of ordinary skill in this 
field would not have been motivated to have created the 
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subject matter of claims 2-4 based upon the teachings and 
suggestions of Houghton et al. Significant skill was 
required in connection with the subject matter of claims 2- 
4 of the above-referenced application. 

I declare further that all statements made herein of 
my own knowledge are true and that all statements made on 
information and belief are believed to be true; and further 
that these statements were made with the knowledge that 
willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 
1001 of Title 18 of the United States Code and that such 
willful false statements may jeopardize the validity of the 
instant patent application or any patent issuing thereon. 



Respectfully submitted, 




Dr. Barry Dowell 
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1 . Provided scientific support for licensed technology patents from Wallac, OY, Turku, 

Finland on Assay of Free and Complexed Prostate-Specific Antigen, including 
technical support for successful defense of European Patent Opposition in Munich, 
March, 2003. 

2. Dowell, B., King, C, Smith, A., and O'Morchoe, S. Immunoassys for Prostate Specific 

Antigen. Issued Febraury, 1997. Patent describes use of monoclonal antibody 
additive to monoclonal-polyclonal PSA assays to improve ability to detect free PSA 
and PSA-ACT complexes equally. WO 9518381 and US 5559677 This method is 
currently being used in Architect Total PSA assay. 

3. Dowell, B., King, C, Smith, A., and O'Morchoe, S. Immunoassys for Prostate Specific 

Antigen. Issued September 30, 1997. Patent describes use of PSA-Free PSA 
antibody as a calibrator that mimics PSA-ACT. It also describes method of 
fractionating polyclonal antibodies into eptitopes that are masked by binding to 
PSA-ACT. US 5672480 

3. Bridon, D., Dowell, B., Qiu, X, Petterrson, K., Piironen, T., Lilja, H. and Vihinen, M. 
Prostate Specific Peptides and Uses Thereof. US 6,143,509. 
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